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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the application. 
Listing of Claims: 

1. (Currently Amended) A method for the lowering of scrum cholesterol levels 
in a mammal comprising the steps of 

making a genetic construct comprising (1 ) a protein coding sequenc e encoding for th e 
e xpr e s s ion o f a fusion protein, the fusion prot e in including (a) a truncat e d form, of a low 
density lipoprotein receptor^ which includ e s the domain providing th e function of binding to 
low d e nsity l i poprot e in^ but do e s not include the domain of th e nativ e prot e in associat e d with 
membrane binding or the domain associat e d with O linked sugary and (b) a localization 
defflft in A whi c h d ireets-loeah^a tion o f th e fus ieni?rot^ffl-to-the4nte rior of a eeH4B-wWfflammal 
so 4 hat -t h e- f usi o n pr o t e in wi l l b e com e localiz e d to the endopla s mi c r e ticulum, and (2) a 
promoter effectivejn th e c e lls of th e mammal to e xpr e ss th e p r o te in coding s e quenc e ; and 

delivering the genetic construct into the vein of the mammal such that the expression 
and production of the fij s ion prot e in in t h e mammal results in th e lowering of s e rum 
cholesterol in the mamma l 

preparing a nucleic acid construct comprising a DNA sequence encoding a fusion 
protein, operably linked to a promoter for expression in a cell, wherein the fusion protein 
comprises fa) a truncated soluble low density lipoprotein receptor, which includes the 
functional low density lipoprotein binding domain, but does not include the membrane 
binding domain or the domain associated with Q-linked sugars, and fb) a localization domain 
signal peptide, which retains the fusion protein in the endoplasmic reticulum of a cell: and 

administering the nucleic acid construct systematically to the mammal, wherein 
expression and production of said fusion protein results in the lowering of scrum cholesterol 
levels in said mammal. 
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2. (Currently Amended) A method as claimed in claim 1 wherein the low 

354 

density lipoprotein receptor is LDLR354 LDL-K . 

3. (Original) A method as claimed in claim 1 wherein the localization domain is 
selected from the group consisting of the amino acid sequences KDEL, KEEL, HDEL, 
DDEL, QDEL, ADEL and SDEL. 

4. (Original) A method as claimed in claim 1 wherein the localization domain is 

KDEL. 

5. -8. (Cancelled) 

9. (Currently Amended) A DNA construct comprising a promoter oporobly 
link e d to a protoin coding sequence, the protein coding sequence? coding for the expression of 
a fusion protein comprising (a) truncated form of a low density lipoprotein receptor^ which 
include s the domain providing the fimotion of binding to low density lipoprotein but does not 
include the domain of the native prot e in associated with membrane binding or the domain 
associated with O link e d sugars, and a localization domain signaling for the transport of the 
fusion protein to th e e ndoplasmic r e ticulum of a c e ll, such that the con s truct is effective, 
when d e livered into the vein of a mammal, to lower serum cholesterol in the mammal 

A nucleic acid construct comprising a DNA sequence encoding a fusion protein, 
operablv linked to a promoter for expression in a cell, wherein the fusion protein comprises 

(a) a truncated soluble low density lipoprotein receptor, which includes the functional 
low density lipoprotein binding domain, but does not include the membrane binding domain 
or the domain associated with O-linked sugars, and 

(b) a localization domain signal peptide, which retains the fusion protein in the 
endoplasmic reticulum of a cell 
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1 0. (Currently Amended) A DN A construct as claimed in claim 9 wherein the 

354 

low density lipoprotein receptor is LDLR354 LDL-R . 

1 1 . (Original) A DNA construct as claimed in claim 9 wherein the localization 
domain is selected from the group consisting of the amino acid sequences KDEL, KEEL, 
HDEL, DDEL, QDEL, ADEL and SDEL. 

1 2. (Original) A DNA construct as claimed in claim 9 wherein the localization 
domain is KDEL. 

13. -16. (Cancelled) 

17. (Currently Amended) A DNA construct compri s ing a promoter opembly 
linked to a protein coding sequence, th e protein coding sequence coding for the expres s ion of 
a fusion protein,, wh i ch includes the first 351 amino aoids of the low density lipoprotein 
receptor fused to the amino acid sequence KDEL, such that the construct is effective, when 
deliv e r e d into the vein of a mammal, to lower scrum cholesterol in. the mammal 

A nucleic acid construct for the lowering of serum cholesterol levels in a mammal 
comprising a DNA sequence encoding a fusion protein, operablv linked to a promoter for 
expression in a cell wherein the fusion protein comprises 

354 

(a) a truncated soluble low density lipoprotein receptor. LDL-R , and 

(b) a localization domain signal peptide. KDEL, which retains the fusion protein in 
the endoplasmic reticulum of a cell . . 
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1 8. (New) A nucleic acid construct for the lowering of serum cholesterol levels in 
a mammal comprising a DNA sequence encoding a fusion protein, operably linked to a 
promoter for expression in a cell, wherein the fusion protein comprises 

354 

(a) a truncated soluble low density lipoprotein receptor, LDL-R , and 

(b) a localization domain signal peptide, which retains the fusion protein in the 
endoplasmic reticulum of a cell, wherein the localization domain is selected from the group 
consisting of the amino acid sequences KDEL, KEEL, HDEL, DDEL, QDEL, A DEL and 
SDEL 

19. (New) A method for the lowering of serum cholesterol levels in a mammal 
comprising the steps of: 

preparing a nucleic acid construct comprising a DNA sequence encoding a fusion 
protein, operably linked to a promoter for expression in a cell,, wherein the fusion protein 
comprises 

354 

(a) a truncated soluble low density lipoprotein receptor, LDL-R s and 

(b) a localization domain signal peptide, KDEL, which retains the fusion protein in 
the endoplasmic reticulum of a cell; and 

administering the nucleic acid construct systematically to the mammal, wherein 
expression and production of said fusion protein results in the lowering of serum cholesterol 
levels in said mammal. 
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20. (New) A method for the lowering of serum cholesterol levels in a mammal 
comprising the steps of: 

preparing a nucleic acid construct comprising a DNA sequence encoding a fusion 
protein, operably linked to a promoter for expression in a cell, wherein the fusion protein 
comprises 

354 

(a) a truncated soluble-low density lipoprotein receptor, LDL-R , and 

(b) a localization domain signal peptide, which retains the fusion protein in the 
endoplasmic reticulum of a cell, wherein the localization domain is selected from the group 
consisting of the amino acid sequences KDEL, KEEL, HDEL, DDEL, QDEL, ADEL and 
SDEL; and 

administering the nucleic acid construct systematically to. the mammal, wherein 
expression and production of said fusion protein results in the lowering of serum cholesterol 
levels in said mammal. 
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